IN the i iMi-rr- Bayer 9265-LH 

Applicants: u u 

_ . Hubert Dorn et al. 

Serial No.: 

08/440,428 

Fl,ed: M 

May 12, 1995 

For: 

NON-SYSTEMK, CONTROL OR PARASITES 

Examiner: . 55 

A. Robinson 



f^.O tP 



DECLARATION 

Dr. Hubert Dorn of Pah, kes trasse „ § ? 

wuppertal, Germany, hereby declares : 

that he is a veterinarian having studied at th. . , • 

Giessen; 9 Ud,6d at the Un.versities of Hannover and 

- «« in 1970 he received his doctor's degree a, , he „• 

9 6 at lhe Un 'versity of Hannover; 

" ^ TZ'T Clini0a ' deVe ' 0Pmem - oro U p anim. . 

- that in 1990 he became h ^ 

ne became head ot J^T" * •* ~ «, 

AO* animal heaith busin^rotT"' ^ *« *° dU ~ °' r 

cl the deration in this case o, A ugust 4 , 1996 , 



o oa s h ' S ; UPerViSi0n Pr ° d - "-""P-n-m wo* tor flea combatting product5 

Bav T bSen C ° n0eiVed ' Pla " ned ^ ou, either within 

Bayers research and deveiopmen, faculties or with outside research croups; 

' Z7*2ry* 0n C " niCal d6VelOPment <* *»«**. l-dacloprid 

a „ea combatt.ng product for cats and doge has been carried out; 

* w t was direc,ed t0 comparison wi,h m °< 

e.ther aiready on the market tor this use or a,so under development; 
- ^ ^wing « ^s been carried ou, un der his guldanC e and 

" °' ,hiS ; n ; 6S,i9a,i0n ^ '° C ° mpare ,h * and toierance of spot-on 

•ormulatrons ot three chioronico.iny, derivatives using cats as the target alais. 

- as chloronicotiny, derivatives the Mowing compounds have been used; 
1. Ti 304 of the formula 



C 2 H 5 H 




CH - N0 2 



Le A an sdo.i 19 



2. Ti 435 of the formula 
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N 



s- 1 
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N — CH, 
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3. AKD 1022 of the formula 



CH, 



N 



CI 



-N 



CH 2 — N N CH 3 



N— NO, 



Materials and methodology: 

Fifteen cats were divided into five groups of three animals. All the animals of each 
treatment and control group were infested. twice before treatment (day -6, -4) and then 
at weekly intervals (day 7, 14, 21 and 28) with approximately 100 less than four-week- 
old live fleas. The activity test was carried out 48 and 72 hours after the treatment 
and 48 and 72 hours after each infestation by means of the semiquantitative determi- 
nation (0 to +++) of the flea eggs which fell from the animals within a specific period 
of time (2 hours) on to photographic cardboard placed underneath the cages. 
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In addition, the flea eggs were incubated in order to assess whether they develop into 
adult fleas. The incubation will be complete on 28.11.96. 

The test substances were applied once by spot-on administration on day 0. The aim 
was to apply the active compounds in a dose of 10 mg/kg body weight. Subsequent 
analysis did however reveal a different content of the active compounds in the indivi- 
dual formulations. 

Thus one test group was treated with a 7.7% formulation of Tl 304, one test group 
with an 8.1% formulation of Tl 435, and an additional test group with a 4.09% formula- 
tion of Tl 435. A fourth test group was treated with a 7.2% formulation of AKD 1022. 
In addition, this formulation contained 1.05% of Tl 435, a decomposition product of 
AKD 1022. A fifth group was used as an untreated control. 

The exact dosages are summarised in Table 1. 

Table 1: The actual content of active compound and the exact dosages of the 
spot-on formulations 



test group 


formulation 


content of 
active compound 


dosage [mg/kg] 


1 


SYK 3514 


7.7% Tl 304 


7.7 


2 


SYK 3515 


8.1% Tl 435 


8.1 


3 


SYK 3517 


4.09% Tl 435 


8.18 


4 


SYK 3516 


7.2% AKD 1022 
1 .05% Tl 435* 


7.2 AKD 1022 
1 .05 Tl 435* 


5 


/ 


/ 


/ 



•According to analysis the formulation SYK 3516 contained 1.05% of Tl 435, a decomposition product 
of AKD 1022 
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For the examination of tolerance, the cats were subjected to a general clinical exa- 
mination at specific time intervals before and after the treatment. 

Results 

The substances are considered to be fully active if no flea eggs are collected. If flea 
eggs are however found this is referred to in the following as unsatisfactory. 

Apart from in one cat in test group 2 (SYK 351 5, Tl 435) all the formulations were fully 
active up to and including day 24. As from day 30 unsatisfactory activity was found 
in one cat in each of test groups 1 , 2 and 4. 

Tl 304 (test group 1) 

Three days after the spot-on treatment with 7.7 mg/kg body weight of Tl 304, full 
activity was displayed in two out of three cats. On the other hand, in the third cat the 
formulation still only displayed unsatisfactory activity on the third day. From then on 
up to day 24 after the treatment full activity was displayed in all. three cats of test 
group 1 , and in two cats the formulation was fully active up to the end of the test (day 
31). In one cat a small number of flea eggs was found on day 30 and 31 and the 
activity was thus unsatisfactory. 

Tl 435 (test group 2) 

Three days after the treatment with 8.1 mg/kg body weight of Tl 435 full activity was 
displayed in all the cats of test group 2. The formulation remained fully active in two 
cats up to the end of the test (day 31). In one cat the activity was no longer satisfac- 
tory as from day 16. 
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Tl 435 (test group 3) 

Three days after the treatment with 8.18 mg/kg body weight of.TI 435, unsatisfactory 
activity was still displayed in two out of three cats. From then on up to the end of the 
test on day 31 the formulation was fully active in all three cats of test group 3. 

AKD 1022 (test group 4) 

The spot-on treatment was carried out with 7.2 mg/kg body weight of AKD 1022 and 
1.05 mg/kg body weight of Tl 435. After the treatment, full activity was displayed in 
one cat up to the end of the test (day 31). In one cat the formulation still displayed 
unsatisfactory activity on the second day, although full activity was then displayed up 
to day 31. In one animal in this test group unsatisfactory activity was displayed on 
day 3 and then again on day 30 and 31. 

Control (test group 5) 

A moderate to high number of flea eggs was collected from all the cats in the control 
group. In one cat only on day 9 were no flea eggs collected, and on day 10 only a 
small number of flea eggs fell from this cat. 

A summary of the results is given in Table 2. 
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Table 2: Results of the collection of flea eggs before and after treatment with various 
spot-on formulations 
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flea eggs on day full activity in 

x/3 cats up to 
day 31 



test group animal no. 



flea egg count: + = 1 - 10 flea eggs 

++ = 1 1 - 100 flea eggs 
+++ = > 100 flea eggs 
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Tolerance 



In the general clinical tests carried out the formulations applied in this test did not 
produce any symptoms of intolerance. 

Development control 

The development control is not yet complete. It can however already be said at the 
present time that the chloronicotinyl derivatives tested have larvicidal activity. The 
final results are discussed in the final report. 

Discussion 

The formulations of Tl 304, Tl 435 and AKD 1022 used in this test displayed a 
delayed onset of action, since in each test group full activity was not displayed up to 
day 2 after the treatment in at least 2 out of three animals. In the case of Tl 435, on 
comparing test groups 2 and 3 a difference between the formulations from the point 
of view of a delayed onset of action can be detected, although the difference between 
the doses of these groups is minimal and thus negligible. Whereas in all three cats 
of test group 2 (SYK 3515) full activity was displayed on the third day, full activity was. 
still not displayed on day 3 in test group 3 (SYK 3517) in two out of three animals. Tl 
435 acts more quickly (has a more powerful "knock-down effect") in the SYK 3515 
formulation than in the SYK 3517 formulation. 

Formulations SYK 3514 (TI304) and SYK 3516 (AKD 1022, including the decomposi- 
tion product Tl 435) have a similarly longlasting effect, since a small number of flea 
eggs only fell from one out of three cats on day 30. 

In test group 2 (SYK 3515, Tl 435) the cessation of activity in one cat as early as day 
16 can only be explained speculatively. It is possible that this cat licked off the 
medicament after administration, thus leading to a reduction in activity. 
Le A 30 349-US 
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In formulation SYK 3517, Tl 435 has the best longterm effect of the formulations 
tested. The formulation was fully active in all the cats after day 3 up to the end of the 
test (day 31). 

Due to the very precise method used for the collection of the flea eggs, the formula- 
tions of Tl 304, Tl 435 and AKD 1022 used in this test can be described as having 
excellent adulticidal and larvicidal activity against fleas over a period of 31 days. 
These formulations also display very high tolerance. 

The undersigned declarant declares further that all statements made herein of 
his own knowledge are true and that all statements made on information and belief 
are believed to be true and further that these statements were made with the 
knowledge that willful false statements and the like so made are punishable by fine or 
imprisonment, or both, under Section 1001 of Title 18 of the United States Code and 
that such willful false statements may jeopardize the validity of the application or any 
patent issuing thereon. 




Hubert Dorn 




Date 
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